tCelecoxib_CLASS_I_and_ II FINAL eelhgb w.sas
N49_035_102 11MAR02:11:47 Page 1 of 1

Table 3
Summary for Clinically Significant Hemoglobin (Hgb} Decreases: All Treated Patients
Taking Aspirin

——————— p-value -------
Celecoxib Diclofenac Ibuprofen
Celecoxib Celecoxib
400 mg BID 7S BID 800 mg TID
vs vs
N (%) N (%) N
(%) Diclofenac Ibuprofen
Number of Patients 882 445 412
Hgb decrease >2 g/dL at 1 or more visits 34 (3.9) 29 (6.5) 29 (7.0)
0.040* 0.018*
___Hgb decrease >2 g/dL at 2 consecutive wvisits 7 (0-8) Py (2.0)—18 24}
0.064+ 0.032*

Note: P-value from Fisher's exact test.

APPEARS THIS WAY
ON ORIGINAL



Attachment 2
Data submitted 4/23/02 used to support labeling changes

APPEARS THIS WAY
ON ORIGINAL
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1Celecoxib_CLASS_I_and_IX FOVAL kmacw.aas N49_085_102 EZZAPROZ  17:46 Page 1 of 1
Table TL17
Kapltan — Maeler Plot of Time to Any atv. W Btudy Period
B5—6—8 Cealecaxd 400 mg BID
ey Diclofenac 76 mg BID
©—e—¢ Jbuprofen 800 mg TID

pericantage

120 150,

T
180

T T
210 240

Time in Days

gvent Rafes i)

T
270

Time Point

Celecoxih 460 ¥ % EID
fat digk ¥
o0 this day Cus. Rate

Diclofenac 75 3 g 51D
§at Risk ¥
on this day Cea. Rate

Ibuprofen 806 lg 71D
i st Risk 4
¢n this day fvz. late

TEEATED PATIENTS 3487 134¢ 1385
¥eex 1 ¢ an 7} EXR)] 3.18 1851 §.56 1651 5.2
Keek ¢ nDay 18 13¢7 1.1 1650 11.82 16£0 10.63
K¥eak 13 ’Dav §1j 17171 1.2 1362 19.57 127 18.27
Reek 6 'Day 182} 7148 .4 1162 26.17 1618 Ry
¥eck 39 !Day 1Y 392 4.3 9gg 9.33 812 15.72
Keek 52 {Day 84 517 15.88 b 79.99 44 17,84
Log -Rank test p-valess

elecoxib vs Diclofenac B3]t

Celecoxib vs Ibuprofen 0314

Celacoxib vs XSA1Ds 0. 095
Kote: " I7eRl Tates are based on REplan-HeiEr esfimates. - _
to4 oy Statistically signilicant at p=0.001, 0.01, 0.65, aud §.19, respectively.
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1Celecoxdb_CLASS_I_and_IX FINAL kanahx ses N48_085_102 ZZAPROZ  17:48 Puge 1 of 1
Table T18.1

Kaplan — Meier Plot of Tine to Any Serious Car AEs: Study Period
P with Hi ¥y of MK or Angina Pectoris
20 &—— Celecondb 400 mg BID

e Diclofenac 76 mg BID
“——=% Jbuprofen 800 mg TID

g "‘

14
(o] 30 60 90 120 150 Ti:z i:l:aYSZAO 270 300 a3o 380
Bvent Rates (4]
Celecoxib 400 £g 31D Diclofenac 75 ng EID  TIbuprofen 300 a% 1D
o £ at Risk LK § at Risk ¥ I at Risk ¥
Time Poiat on this day Cum. Rate on this day Cum. Rate on this day Cua. Rate
TREATED PATIZKTS 229 39 %6
fieek 1 {Day 7} 10 0.0 % §.00 H 0.00
fieek 13 {Day 91 148 1.8 58 .13 58 2.95
feek 28 iDay 182} 8 in i £.60 {1 2.95
Keek 39 {Day 273 £2 5.8 b 11.15 19 1.9
Keek 52 (Day 3&4; 25 §.37 5 11.15 18 2.95
Log-iani test p-values
Celecoxib vs Diclofenac 0.43¢
Celecoxib vs Ibuprofen 1.354
Celecoxib vs HSAIDs 0.986

§ote: Event Tates are baged on faplan-weier esfinafes.
Cardigvascular ABs includes MI, unstable angina, cerebrovascular disorder, ) )
throabophlebitis deep, thrombophlebitis leg deep, peripheral qangreae, peripheral ischeeia
and eabolise pulmomary.



1Celecoxdb_CL.ASS I and IT FINAL kermeph.sas N49_085 102 22APROZ 17:21 Page 1 of 1

Table T23
EKaplan — Meier Plot of Time to Any E F 1 or Hyyp sion As: Btudy Period

20 + 5—8—& Celocoxib 400 mg BID
D

15

Percentage

o T T Y T T T T T T T — —r-
s} 30 60 90 T20 150 180 210 240 270 300 330 360

Time in Days

RBvent Rates (%)

Celecoxib 400 nz BID  Diclofenac 75 ng 310 Tbuprofen £00 n2 1D
o i at Risk -4} at Risk ¥ bt 2isk ¥
Tize Point on this day Cue. Rate on this day Cus. %ate on this day Cum. Rate
TREATZD PATIRNTS 987 1336 1985
et 1 [Day 7) 1828 0.46 191 0.31 1834 0.77
feex 4 {Day 28) 1442 1.60 1723 1.55 1683 1.7
feek 13 [Day 91) 1168 3.4 1159 BVE! 1242 5.3
Heel 26 1Day 182! 2155 5.14 1034 5.2% 965 £.32
feax 19 (Da 273 134 6.79 817 1.8 §14 1€l
¥eek 52 ‘Dai 364 503 1.90 50 10.28 103 11.8¢
Log-Rank test p-values
Celecoxib vs Diclofenac 0.527
Celecoxib vs Ibugkolen LI
Celecoxib vs NSAIDs §.003¢
Rote:™"BVenl Tafes a7e baged on Kaplan-Reier &sTiaates.
WAL A L atatxst ically significant af p=0.041, 9.01, 0.05, and G.19, respectively.



ICelecoxib_CLLASS I _and_XI FINAYL kmedeass N49_O85 102 22APROZ 1722 Page 1 of 1
Table T24

Kaplan — Mefer Plot of Time to Ay Ed F AREea: A Study Period
20 ©—5—5 Celecoxib 400 mg BID
&—a—4  Diclofenac 76 mg BID
o—o—< Jbuprofen 800 mg TID
15
¢
]
L]
o
14
@ -1
o 10
H
v
o
© # T T T T T T B T T T T T T
[+] 30 60 S0 120 150 130 220 240 270 300 330 3850 390

Time in Days

vant Rates (%)

Celecoxib 400 u% BID  Diclofenac 75 5 BID Ibugzofen 890 m§ 110

L. }at Risk - i at Risk LK I at Risk [-¥

Tiee Point on this day Cum. Rate oo this day Cus. Rate on this day Cua. Rate
TREATED PATIERTS 31387 1336 1385
feek 1 IDay 7) 1830 .41 1914 0.11 1485 0.12
Keek 4 {Day 28) 3453 1.22 1727 1.1% 1683 .37
Wesk 13 (Day 91) Iy 1.34 1368 2.4 1257 1.5
Week 26 {Day 182} 127 3.57 1097 3.45 391 5.54
¥eek 39 (Day 173 1346 4,34 i §.69 538 £.48
Heek 52 {Day 364 519 5.26 51 §.23 425 1.12
Log-Rank test p-values

Celecoxib ve Diclofenac 0.9

Celecoxid vs Ibugrofen 0,003+

Celecoxib vs NSAIDs 1,043+

RoTe: "Event fafes ars based od Raplai-Feler estimates, )
sib 4k 4 Statistically significant at p=0.001, 0.01, 0.05, and 0.1¢, respectively.
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1Celecaxdih_CLASS_I_and_IT FINAL Jonaac.sas N49_085_102 22APROZ  17:48 Page 1 of 1
Table T16
Kaplan — Meler Plot of Time to Any Serious Adverse Events: Entire Study FPeriod
1s ﬁ @—8—6 Celocoxib 400 mg BID
Aty Diciofenac 78 mg BID
—o—% Jhuprofen 500 mg TID
12
®
o
s 27
1%
L7
)
o
&
o
5
o T T T T —r— S —T T T T T E—
o 30 60 90 120 150 1809 210 240 270a 300 330 360 390
Time in Days
Bvent Rates (%)
Celecoxid 409 lg 310 Diclofenac 75 tg BID  Ibuprofen §89 ag T
} at Risk (¥ £ af Risk § at Risk ¥

Tize Point on this day Cue. Rate on this day Cuz. Rate

on this day Cun. Rate

TRZATED PATIENTS 197 1336 18835
Week 1 {Day 7 34 0.19 1317 §.2 1308
Wesk ¢ {Day 28} 3476 0.93 1745 0.64 1117
¥esk 1) (Day §1j 2794 3.0 1373 2.1 1278
wieek 36 {Day 162} 270 5.8 ‘1092 5.61 1093
Week 33 (Day 273 134 1.9 923 1.1 854
¥eek 52 (Day 364) 501 11.16 52 12.12 i
Log-ﬂauk tegt p-values

elecoxib vs Diclefenac 0.307

(elecoxib vs Ihuprofen 6,461

{alecoxib vs NSRIDs §.261

ey e N s S
) D Ed s WD s
OO € vi D Cad

Rote: Evenf rafes are Dased om Kaplan-Heietr estimates.
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tCelecoxib CLASS_I_and_II
N49_035_102 13MAR02:09:56

Incidence
Study Period

Page 1 of 1

Table T1

FINAL cvpy.sas

of Serious Cardiovascular Adverse Events per 100 Patient-Years: Entire

Celecoxib Diclofenac Ibuprofen
400 mg BID 75 mg BID 800 mg TID
N (%) N (%) N (%)
ALL TREATED PATIENTS 3987 1996 1985
PATIENT-YEARS 2320.4 1080.5 1122.5
ANY EVENT 4 (1.9) 20 (1.9) 192 {1.7)
Myocardial Infrarction 19 (0.8) 4 (0.4) 9 (0.8)
Unstable Angina 8 (0.3} 4 (0.4) o (0.0)
Cerebrovascular Disorder 4 (0.2) 6 (0.6) 6 (0.5)
DVT 8 {03} 6—0-6)— T—(<6-1)
Peripheral Gangrene/Ischemia 3 (0.1} 0 (0.0) 1 (<0.1)
Embolism Pulmonary 4 (0.2) 1 (<0.1) 2 {0.2)

Note: If a patient had more
in the overall incidence for
that body system.

than one adverse event within a body system, that patient is counted once

APPEARS THIS WAY
ON ORIGINAL
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!Celecoxib CLASS I and II
N49_035_102

13MAR02:10:15 Page 1 of 1

Table T2

FINAL cvpy_wo.sas

Incidence of Serious Cardiovascular Adverse Events per 100 Patient-Years: Entire

Study Period

Patients not Taking Aspirin

Celecoxib Diclofenac Ibuprofen
400 mg BID 75 mg BID 800 mg TID
N (%) N (%) N (%)

ALL TREATED PATIENTS 3105 1551 1573
PATIENT-YEARS 1803.5 841 .2 873.8
ANY EVENT 20 (1.1) 10 (1.2) 7 (0.8)
Myocardial Infrarction 6 (0.3} 2 (0.2} 2 {0.2)
Unstable Angina 2 (0.1} 0o (0.0) 0o (0.0)
Cereb lar—bi der 2—o-1) —4—t6-5} 2—to-2)
DvT 8 (0.4) 4 (0.5) 0 (0.0)
Peripheral Gangrene/Ischemia 1 {<0.1) 0 ({0.0) 1 {o.1)
Embolism Pulmonary 3 (0.2) 1 (0.1) 2 (0.2)

Note:
in the overall incidence for
that body system.

APPEARS THIS WAY
ON ORIGINAL

1f a patient had more than one adverse event within a body system,

that patient is counted once
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ICelecoxib CLASS _I_and_IT FINAIL lonanywo.aas N49_085_102 18BMAROZ2 10:44 Page 1 of 1

Figure F6.2
Kaplan — Meier Plot of Time to Any Serious C: AEs: B Study Period
FPatients not Taking Aspirin

T

T L

T . : T T . T
30 60 90 120 150 180 210 240 270 300 EEY 360
) Time in Days

Rvent Rafes (%}

, ‘ Celecoxib biclofenac Tbuprofen

Tize Point 400 =g 31D 75 3¢ BID 800 &g TID
TREATED PATISETS 3105 1551 1573
licek 1 {Day 7] 8.00 .00 8.00
¥eek 4 (Day 28)’ 0.94 9.00 g.00
feek 13 {Day s 0.23 0.4 0.42
Reek 26 (Day 182] .55 §.66 0.42
a2k 19 (Day 273@ 0.67 .90 0.4
Week 52 {Day 164) .13 1.0% .13
Log-Rank test p-values

{elecoxib vs Diclofenac §.738

Celecoxib vs Ihugrofen 8.593

Celecoxib vs NSALDs 0.857

Rote: 3venl rafes are based on Xaplan-Heier esfimafzs.
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1Celecoxib_CLASS T_and II

Kapluan — Mejer

FINAL Imanywasas

Figure F6.3

Flot of Thme to Any

N49_o86_102

Taking Aspirin

a
¥
R i
. g
OO 3‘0 60 9’0 1; T;70 ;0 2'.;0 2“10 2;0 300 330 360 390
Time in Days
Event Rates (%)
o Celecoxib Diclofenac Tbuprofen
Time Point 400 ag BID 75 g 31D §00 ag TID
TREATED PATIRNTS §52 445 12
Reek 1 (Day 7) 0.00 0.00 0.2%
Yeek 4 {Day 28) 1.3 0.00 9.51
Heek 13 {Day 91} 0.97 1.17 0.80
feek 26 {Day 182] 2.40 2.9 1.0
Keek 39 (Day 273) 3.2 3.3 1.38
Heek 52 {Day 364} 4.3 1.3 £.1
Log-Rank test p-values
(elecoxib vs Diclofenac 0.808
Celecoxib vs Ibugrofen 0.992
Celecoxib vs NSAIDs 0.914

fote:

Event rafes are basad on Kaplan-Neler estimales.
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Kote: Evenl Tafes are ba

s2d oo Faplan-Rerer esfizates.

1t e 4y Statistically signilicent at p=0.001, .91, .95, asd &.19, respectively.

ICelecaxih_CLASS_X_and_IT FINAL Jonaofess Na9_085_102 NMAROE  17:60 Page 1 of 1
Figure F7.1
Keplan — Meiexr Plot of Time to Any A Cardiac Study Period
5 8—6— Calacoxib 400 mg BID
A—a—a  Piclofense 78 mg BID
—6—¢  JTbuprofen 800 mg TID
.
B
[
.
T
b—fﬁiﬂ—_,jJ
T P 4
o WA—2t - T T - v — — — T T T v
) Time in Davys .
Beznf Rates {4
i ) felecoxid Piclofznac Tbuprofen
Tize Point 400 vg BID 75 g BID 800 eg TI0
TREATED PATIEETS 1587 193¢ 1955
feek 1 {Day 7 0.93 9.00 1.2%
jeek 4 {Day 2§ 0.08 9.06 0.11
feek 13 {Day 51) 0.12 $.06 0.4
¥eek 76 (Day 132} 0.3 §.14 §.60
¥eek 52 {Day 364} 0.30 .14 0.72
Log-Rank test p-values
telecorih vs Diclofenac 9.235
{elecoxib vs Ibuprofen 0.1084
felecorid vs §8A1Ds $.59
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Bofe: "Evenl rafes arz basad oo Kaplan-Feier estimates.

1Celecoxib_CLASS I_and_II FINAL lancfwo.ass N49_085_102 NMAROZ  18:08 Puge 1 of 1
Figure F7.2
Kaplann — Mejier Plot of Thme to Any Serious Cardimce Fuilure: Entire Study FPeriod
Patients not Taking Aspirin
5 a—a— Celecaxib 400 mg BID
A —Ar—ar 76 mg BID
“—e—o Jbuprofen 800 mg TID
o
s 37
4
:
& P
T
T____j
o e el : R — ———— ———
o 30 60 50 120 150 T]’::: i:].DOaYGZQO 270 300 330 360 390
vent Rates (i)
o {elecoxib Diclofenac Ibuprofen
Tiaz Point 400 ag 31D 75 g BID 800 ng TID
TREATED PATIZNTS 3105 1551 1573
Feet 1 {Day i 0.03 0.00 .00
Feek 4 {Day 28) 0.07 §.00 0.09
Week 13 {Day $1i 6.15 0.40 0.17
Heex 36 (Day 181} 0.15 0.1 .40
Heex 52 {Day 244 0.15 0.11 0.55
Log-kank test p-aluss
Lelecoxib vs Diclofenac 0.533
Celecoxib vs Ib\x?mfen §.135
Celecoxib vs ¥8A1Ds 0.492
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Figure F1.1
Kaplan — Meiar Plot of Time te Any Seriocus MI: Emntire Study Period

5 S—8—18 Celecoxib 400 mg BID
B Diclofenac 786 mg BID
@ —e—<¢ Ibuprofen 800 mg TID
s
A7
& .
P 3
Y
c
L
U
b
€
&
2
1 -
+— [ & e
o E T T T T — L T T T T T T
a 30 60 S0 120 150 180 210 240 270 300 330 360 39

Time in Days

Event Rates (%)

. ) Celzcoxib Diclofenac Ibuprofen

Time Point 499 19 BID 75 ag BID 840 1g TID
TREATED PATIZRTS 187 1336 1385
Yeek 1 {Day 7 0.00 .00 0.00
¥eek 4 (Day 28} 0.08 0.00 0.06
¥eek 13 [Day 91} 615 0.14 §.26
¥eek 16 {Day 152) 9.35 0.29 ¢.44
¥eek 39 {Day 273) (.49 0.23 0.65
Feek 52 {Day 364 0.12 0.23 0.86

Log-iank test p-values
lelecoxib vs Diclofenac 0.186
Celecoxib vs Ibugrofen 0.9
Celecoxid vs NSAIDs 0.957

Nofe: gvenl rafes are based on Xaplan-Heler esfimafas.
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Figure F1.2
Kaplan — Meler Plot of Time to Any Serious MI: Emntire Study Period
Patienta not Taking Aspirin

s a—r—t> Celecoxdb 400 mg BID
A Diclofenac 76 mg BID
o—e— JIbuprofen mg TID
»
z 3]
o 2
?—‘—EI
o i P
o T =1 T b ¥ T T T T T T T T T
o 30 €0 20 120 150 Ti:‘: 1:1;3),5240 270 300 330 360
Event lates (3}
) _ Celecoxih Diclsfenae Thuprofen
Tige Point 400 wg 31D 75 33 BID 890 g TID
TREATED PATIENTS 1145 1551 1513
ieek 1 (Day 7) §.90 0.00 ¢.00
feek ¢ (Day 28) 0.4 §.00 1.80
Week 13 {Day 91) 0.03 0. 8.1
Reek 28 {Day 180 0.1} .13 1.13
Neek 52 {Day Jé4) 0.2 £.19 1.18
Log-kank test p-values
elecoxib vs Diclofenac §.832
Celecoxib vs Ibu?rofen 0.425
{alecoxib vs KSAIDs 0.786

Fote: Tvedi rates zre 53sad on Taplan-Aeisr estimates:
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Figure F1.3
Patients Taldng Aapirin

feek 1 {Day 1) 0.6
Feek 4 {Day 28} 0.25
Reek 13 {Day 31} 0.41 6,39
Reek 26 {Day 182} 1.15
Feek 1% {Day 7Y 1.76
Keek 52 {Day 384 Ly

) B ps €D e e
ot D G L ) €D
RPN e

'
= -

Log-ianx test p-values

elecorib vs Diclofenac 0.14
Ce]ecoxib vs Ibu?rofeu 0.673
Celecorib vs §SAIDs 6.593

Kot Evenf Tales are based on Xaplan-Melsr estizafes.

s oo 400 mg BID
S84  Diclofensc 76 mg BID
—e—o  Tha 800 mg TID
]
o o
53
o
. h—“__—:%f*‘
LI
ﬁl—‘I:tPj
DO 3'0 G’O 9'0 1;0 1;0 11’30 2;0 24;0 T“IO 3;)0 3_'30 );o 3;0
Time in Days
Event Rates {3]
S {elecoxib Diclofenac Ibuprofen
Time Point 400 ag 3ID 15 a3 BID 00 ng TID
TREATED PATIBNTS 882 45 i1
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Figure F3.1
Eaplan— Meler Plot of Time to Any Serd < Di: tire Study Period

Syl ennc 76 mg BID
©—o—e JYbuprofen 800 mg
o
o
s 3]
z
©
b -
K—“—J—g T—‘J
ﬁ 4~ x|
° [+] 3‘0 6'0 9‘0 12’0 1;0 1;0 2;0 2;0 2"70 3&0 3;0 zéo 35"0
Time 4in Days
Bvent ates [4)
, i Celecoxib Diclofenac Ibuprofen
Tiae Point 430 ag BID 75 19 BID 800 3g TID
TREATED PATIENTS 3987 193¢ 1385
Reek 1 {Day 7} §.00 0.90 0.05
Reek 13 (Day 91) 0.06 .13 9.18
Reek 26 (Day 182) 6.10 .37 9.18
¥eek 39 (Day 173 6.10 .47 0.3
Feek 52 (Day 364) §.17 .41 0.4
Log-Rauk test p-values
elecoxib vs Diclofenac 0.0624
Celecoxih vs Ibugrofen 0.133
(elecoxib vs SAIDs 08574

Fote: " Zveni rafes
ii!’ }f, 0' + Sta

3re hased on K@glan-zexer e5Tiatese T
tistically significant at p=0.001, 0.91, 0.95, and 0.10, respactively.
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Figure F3.3
Eaplan — Meter Plot of Time to Any C D

Time in Days

Tyant Rites (%)

s o=  Celecoxid 400 mg BID
a—&—& Diclofenac 76 mg BID
<—<—< Jbugwofen 500 mg TID
e
]
]
8 37
o
8
3
o
N
.
o
=
2
1
0 S (S A — : . . : . . . .
[+] 30 60 20 120 150 180 210 240 270 300 330 360 390

o Celazozid Diclofenac Ibuprofen

Tire Point 400 29 31D 15 3g 31D 89 &g TID
TRERTED PRTIEETS 842 45 i12
feek 1 {Day 71 0.00 0.00 0.35
Feek 13 {Day 911 0.14 0.00 1.2
Feex 26 {Day 182 0.1 .66 0.25
Reex 39 {Day 273 9. 14 0.66 8.7
Feex 52 {Day 164} 0.4¢ 0.66 1.3
Log-?ank test p-valuss

elecoxib vs Diclofenac 0.423

Celecoxib vs Ibugrofen 0.151

Celecoxib vs 5531Ds 0.2

Fote: Evenl 7afez are based on Faplan-R2ier esflaales.

27



1Celecoxib CLASS_I and_ Il FINAL kmdvtass N49_OB6_102 nMARC2 18:56 Page 1 of 1

Figure F4.1
Kaplan — Meier Plot of Time to Any Serious DVT: Entire Study Period

]

Note: Event rales are based on Kapian-Meler estimales.

S8—&—2 Celecaxib 400 mg BID
e Diclofecac 78 mg BID
o—eo—¢ JTbhumofen 800 mg TID
L3
o 2
L1
=
¢
T—-——m
— T
2]
0 e . . : . : . — . :
o 30 60 20 120 150 180 210 240 270 300 330 360 390
Time in Days
Event Rates (%)
o Celecoxib Diclofenac Ibuprofen
Time Point 499 zg BID 15 29 BID 809 ag 11D
TREATED PATIENTS 3967 1356 1385
Week 1 (Day 7] §.00 §.00 0.00
Week 13 {Day 91) 0.0¢ 0.12 0.0
feck 26 \Day 182) §.32 0.2 0.09
feek 39 iDay 273 §.21 6.33 9.09
Reek 57 (Day 34 .41 £.55 0.03
Log-Rank test p-values
Celecoxib vs Diclofenae 0.359
Celecoxib vs Ibugrofen 0.16
Celecoxib vs SAIDs 1.881
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—/: DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
‘tﬁl;h

Food and Drug Administration
Rockville, MD 20857

NDA 20-998

Searle
Attention: Eva Essig, Ph.D.
Associate Director, Worldwide Regulatory Affairs

4901 Searle Parkway
Skokie, Illinois 60077

Dear Dr. Essig:

We refer to your new drug application (NDA) submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for Celebrex (celecoxib capsules),
100 mg/200 mg.

We have received your submission dated June 12, 2000 (to Supplement 009) reporting on
the postmarketing study commitment listed in the December 31, 1998 approval letter for
this application, identified as follows:

Study the effects of Celebrex on acid-base status, including
assessment of changes in serum bicarbonate, using a protocol
agreed to by the review division.

We have reviewed your submission dated June 12, 2000, and conclude that the
commitment listed above was fulfilled.

This completes your postmarketing commitment acknowledged in our
December 31, 1998 approval letter.

Sincerely,

Jonca C. Bull, M.D.

Deputy Director

Office of Drug Evaluation V

Center for Drug Evaluation and Research
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;*° / DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
%(:

Food and Drug Administration
Rockville MD 20857

NDA 20-998 DEC 31 1908

G.D. Searle

Attention: Winifred Begley
Director Regulatory Affairs
4901 Searle Parkway
Skokie, Illinois 60077

Dear Ms. Begley:

Please refer to your new drug application (NDA) dated June 29, 1998, received June 30, 1998,
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for CELEBREX
(celecoxib capsules) 100mg and 200 mg.

We acknowledge receipt of your submissions dated June 29 (two); July 6, 7, 14, 16, 21 (two), 22,
and 30 (three); August 4 (two), 7 (three), 10, 17, 21, 24 (two), and 27 (two); September 2 (two),
3 (two), 11, 17 (four), 18, 24 (three), 25, and 28 (two); October 1 (three), 2, S (two), 7, 8 (two),
13, 14 (three), 15, 16 (five), 20 (two), 21, 23 (four), 26 (three), 27 (three), 28 (four), and

30 (three); November 2, 3, 4, 5, 6 (two), 10, 11 (two), 12, 16 (two), 19 (two), 23 (two), 24, and
25; December 3, 8, 9 (two), 10 (two), 16, 18, 21, 24, and 29; and correspondence via facsimile
transmission dated December 29, 1998.

The user fee goal date for this application is December 31, 1998.

This new drug application provides for the use of CELEBREX (celecoxib capsules) 100mg and
200 mg for the signs and symptoms of osteoarthritis and rheumatoid arthritis.

We have completed the review of this application, as amended, and have concluded that adequate
information has been presented to demonstrate that the drug product is safe and effective for use
as recommended in the submitted labeling (package insert submitted December 29, 1998) with
the revisions incorporated in the enclosed label text. Accordingly, the application is approved
effective on the date of this letter.

These revisions are terms of the NDA approval. Marketing the product before making the

revisions, exactly as requested, in the product’s final printed label (FPL) may render the product
misbranded and an unapproved new drug.
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Please submit 20 copies of the FPL as soon as it is available, in no case more than 30 days after it
is printed. Please individually mount ten of the copies on heavy-weight paper or similar
material. For administrative purposes, this submission should be designated "FPL for approved
NDA 20998." Approval of this submission by FDA is not required before the labeling is used.

We remind you of your Phase 4 commitment specified in your submission dated December 29, .
1998. This commitment is to study the effects of Celebrex on acid-base status, including
assessment of changes in serum bicarbonate, using a protocol agreed to by the review Division.

Protocols, data, and final reports should be submitted to your IND for this product and a copy of
the cover letter sent to this NDA. If an IND is not required to meet your Phase 4 commitments,
please submit protocols, data and final reports to this NDA as correspondence. In addition, under
21 CFR 314.82(b)(2)(vii), we request that you include a status summary of each commitment in
your annual report to this NDA. The status summary should include the number of patients
entered in each study, expected completion and submission dates, and any changes in plans since
the last annual report. For administrative purposes, all submissions, including labeling
supplements, relating to these Phase 4 commitments must be clearly designated “Phase 4
Commitments.”

If additional information relating to the safety or effectiveness of this drug becomes available,
revision of the labeling may be required.

Validation of the regulatory methods has not been completed. At the present time, it is the policy
of the Center not to withhold approval because the methods are being validated. Nevertheless,
we expect your continued cooperation to resolve any problems that may be identified.

Please note that any advertising and/or promotional activity of this product will be considered
false and/or misleading under Section 502 of the Act if it presents suggestions or representations
that COX-2 selectivity confers on the product any claims of safety beyond what has been
demonstrated in clinical studies and presented in the approved labeling. Additionally,
promotional activities that make or imply comparative claims about the frequency of clinically
serious GI events compared to groups of NSAIDs or specific NSAIDs will be considered false
and/or misleading without differences having been demonstrated in adequate, well-controlled
studies. Finally, any promotional use of the endoscopic data without the qualifying explanations
of that data found in the approved labeling (paragraph beginning on line 251 in the enclosed label
text) will be considered false and/or misleading. If you have any questions or concerns about
this matter please contact the Center for Drug Evaluation and Research’s Division of Drug
Marketing, Advertising and Communications.
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In addition, please submit three copies of the introductory promotional materials that you

propose to use for this product. All proposed materials should be submitted in draft or mock-up |

form, not final print. Please submit one copy to this Division and two copies of both the
promotional materials and the package insert directly to:

Division of Drug Marketing, Advertising, and Communications, HFD-40
Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20857

Please submit one market package of the drug product when it is available.

We remind you that you must comply with the requirements for an approved NDA set forth
under 21 CFR 314.80 and 314.81. SRR

If you have any questions, contact Victoria Lutwak, Project Manager, at (301) 827-2090.

Sincerely,

vy v v

4 74

Y /
Robert DeLap, M.D., Ph.D.
Director

Office of Drug Evaluation V
Center for Drug Evaluation and Research

Enclosure
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CC:

Archival NDA 20-998

HFD-550/Div. Files

HFD-550/V Lutwak Cams Y 2e/58
HFD-550/Medical/HyddWitfer/Averbuch/Villalba _ /4cV wiisfaz m A 12fe3]97
HFD-550/Pharmacology/Weir/Yang cnl 19~ 02 b
HFD-830/Chemistry/Patel/Bhavnagri VA +/9/78 ‘”” $01%1319¢8

HFD- 72S/Statlstlcs/Lm/Lu/Gao/Patnman/ThompquI) i2-4-58, $L.12/15 Ise A

HFD-880/Bashaw/Lee scl wjuafip L& /77 ,

HFD-180/Talarico/Gallo-Torres/Goldkind {? \/ / 2

HFD- 110/Chen/Throckmonon e~ /b5 s ,
115 } ’ . ve-s-éd

HFD-002/ORM (with labeling)

HFD-105/ADRA (with labeling)

HFD-40/DDMAC (with labeling)

HFD-613/0GD (with labeling)

HFD-21/ACS (with labeling) - for drug discussed at advisory committee meeting.
HFD-95/DDMS (with labeling)

HFD-830/DNDC Division Director c#¢. /273475
DISTRICT OFFICE

Drafted by: vl/December §, 1998
Initialed by:

final:

filename: 981208 AP.WPD

APPROVAL (AP) (with Phase 4 Commitments)
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SEARLE

SearLE

4901, SEARLE PARKWAY

SkoxiEg, lLLiNnois 60077
PHONE (847) 982-7000
Fax {847) 982-4701

December 29, 1998

Dr. Robert DeLap, M.D., P’h.D., Acting Director
Division of Anti-inflammatory, Analgesic,
and Ophthalmologic Drug Products

Wy el

Office of Drug Evaluation V

Center for Drug Evaluation and Research (HFD-550)
9201 Corporate Boulevard

Rockville, MD 20850

Re: NDA 20-998
Celebrex™ (celecoxib)

Dear Dr. Del.ap,
With reference to the FDA request of December 29, 1998, regarding a phase 4 commitment,
Searle commits to study the effects of Celebrex on acid-base status, including assessment of

changes in serum bicarbonate, using a protocol agreed to by this Division.

The assessment for changes in serum bicarbonate are planned for studies N49-98-22-035 and
N49-98-12-102 which have already been submitted to the IND (SN 364 and SN 372).

Sincerely,

i\J I»u+w\ N\ \_‘,_2;.%(//\ .

Winifred M. Begley
Director, Regulatory Alfairs

WMB/iw

d MONSANTO g‘ (ompan)'




Celecoxib Page 1 of 2
Patcat Statement Under 21 USC 355 (b)(1) RA-CELE-1
21 CFR 314.53 30 Mar 1998

PATENT STATENIENT UNDER 21 USC 355(B)(1)

Drug Substance Patent
The following U.S. Patent contains claims directed to the drug substance celecoxib,

which is the subjcct of the present application:

Patent # Owner Title Expiration
5.466,823 G.D. Searle & Co.  Substituted Pyrazolyl Nov. 30, 2013

Benzencsultonamides

The undersigned declares that the abave patent covers Lhe drug substance celecoxib,
which is the subject of this application for which approval is being sought.

Drug Product (Composition) Patent

The following U.S. Patent contains claims directcd to formulations/dosage forms of the
drug substancc, celccoxib, which is the subject of the present application:

Patent # Owner Title _Expiration
5,563,165 G.D. Seatle & Co.  Substitutcd Pyrazolyl Nov. 30, 2013
Benzenesulfonamides for the

Treatment of Inflammation
The undersigned declares that the above patent covers the formulations and/or

compositions of the drug substance, celecoxib. This drug product is the subject of this
application for which approval is being sought.

Company Confidential — G.D. Searle & Co.
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Patent Statement Under 21 USC 355 (b)(1) RA-CELE-1
21 CFR 314.53 30 Mar 1998

Drug Product (Method of use) Patent

The following U.S. Patent contains claims directed to methods of using the drug

substance, celecoxib, which is the subject of the prescat application:

Patent # Owner Title Expiration
5,760,068 G.D. Searle & Co.  Substituted Pyrazolyl Jun. 2, 2015
Benzencsulfonamides for the

Treatment of Inflammation

The undersigned declares that the above patent covers the methods of using the drug
substance, celccoxib. This drug product is the subject of this application for which
approval is being sought.

Patent Owner
The undersigned certifies that the above listed patents are assigned to G.D. Searle & Co.,
who is also the NDA applicant.

-~

‘ Eva C. Ij5dig, Ph.D.
Associate Director, Regulatory Affairs

Company Confidential -~ G.D. Searle & Co.



EXCLUSIVITY SUMMARY for NDA 20-998 SUPPL # 009

Trade Name: Celebrex™ Generic Name: celecoxib
Applicant Name: G.D. Searle L.L.C. HFD-550

Approval Date: June 07, 2002

PART I: IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original
applications, but only for certain supplements. Complete
Parts II and III of this Exclusivity Summary only if you
answer "YES" to one or more of the following questions about
the submission.

a) Is it an original NDA? YES/ / NO / X /
b) Is it an effectiveness supplement? YES / X/ NO / /
If yes, what type(SEl, SE2, etc.)? SE-8

c) Did it require the review of clinical data other than to
support a safety claim or change in labeling related to
safety? (If it required review only of bicavailability
or bioequivalence data, answer "NO.")

YES /__/ NO / X _/

If your answer is "no" because you believe the study is a
biocavailability study and, therefore, not eligible for
exclusivity, EXPLAIN why it is a biocavailability study,
including your reasons for disagreeing with any arguments
made by the applicant that the study was not simply a
bicavailability study.

If it is a supplement requiring the review of clinical
data but it is not an effectiveness supplement, describe
the change or claim that is supported by the clinical
data:

This supplemental new drug application provides for

Changes to the Warnings, Precautions, Adverse Events and
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Clinical Studies sections of the labeling based on a large

safety outcome study for Celebrex compared to ibuprofen and

diclofenac.

d) Did the applicant request exclusivity?
YES /___/ NO /_X/

If the answer to (d) is "yes," how many years of
exclusivity did the applicant request?

e) Has pediatric exclusivity been granted for this Active
Moiety?

YES /___/ NO / X /

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO
DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9.

2. Has a product with the same active ingredient(s), dosage form,
strength, route of administration, and dosing schedule

previously been approved by FDA for the same use? (Rx to OTC)
Switches should be answered No - Please indicate as such).

YES /___/ NO /__X/

1f yes, NDA # Drug Name

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON Page 9.

3. Is this drug product or indication a DESI upgrade?

YES /___/ NO /__X/

IF THE ANSWER TO QUESTION 3 IS "YES,"™ GO DIRECTLY TO THE
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SIGNATURE BLOCKS ON Page 9 (even if a study was required for the
upgrade) .

PART II: FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

(Answer either #1 or #2, as appropriate)

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any
drug product containing the same active moiety as the drug
under consideration? Answer "yes" if the active moiety
(including other esterified forms, salts, complexes, chelates
or clathrates) has been previously approved, but this
particular form of the active moiety, e.g., this particular
ester or salt (including salts with hydrogen or coordination

— ~  —bonding) or other non-covalent derivative (such as a complex,
chelate, or clathrate) has not been approved. Answer "no" if
the compound requires metabolic conversion (other than
deesterification of an esterified form of the drug) to produce
an already approved active moiety.

YES /__X/ NO /___/

If "yes," identify the approved drug product(s) containing the
active moiety, and, if known, the NDA #(s).

NDA # 20-998 celecoxib
NDA # 21-156 celecoxib
NDA #

2. Combination product. n/a

If the product contains more than one active moiety (as
defined in Part II, #1), has FDA previously approved an
application under section 505 containing any one of the active
moieties in the drug product? 1If, for example, the
combination contains one never-before-approved active moiety
and one previously approved active moiety, answer "yes." (An
active moiety that is marketed under an OTC monograph, but
that was never approved under an NDA, is considered not
previously approved.)

YES /___/ NO /__ /

Page 3



If "yes," identify the approved drug product(s) containing the
active moiety, and, if known, the NDA #(s).

NDA #
NDA #
NDA #
IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO

DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9. IF "YES," GO TO PART
III.

PART III: THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or
supplement must contain "reports of new clinical investigations
(other than biocavailability studies) essential to the approval of
the application and conducted or sponsored by the applicant."
This section should be completed only if the answer to PART II,
Question 1 or 2, was "yes."

1. Does the application contain reports of clinical
investigations? (The Agency interprets "clinical
investigations" to mean investigations conducted on humans
other than bioavailability studies.) If the application
contains clinical investigations only by virtue of a right of
reference to clinical investigations in another application,
answer "yes," then skip to question 3(a). If the answer to
3(a) is "yes" for any investigation referred to in another
application, do not complete remainder of summary for that
investigation.

YES / X [/ NO / _ /

IF ®"NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9.

2. A clinical investigation is "essential to the approval" if the
Agency could not have approved the application or supplement
without relying on that investigation. Thus, the
investigation is not essential to the approval if 1) no
clinical investigation is necessary to support the supplement
or application in light of previously approved applications
(i.e., information other than clinical trials, such as
bioavailability data, would be sufficient to provide a basis
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for approval as an ANDA or 505(b) (2) application because of
what is already known about a previously approved product), or
2) there are published reports of studies (other than those
conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficient
to support approval of the application, without reference to
the clinical investigation submitted in the application.

For the purposes of this section, studies comparing two
products with the same ingredient(s) are considered to be
biocavailability studies.

(a) 1In light of previously approved applications, is a
clinical investigation (either conducted by the
applicant or available from some other source,

inctuding the published Iiterature) mecessary to
support approval of the application or supplement?

YES / X / NO /_/

If "no," state the basis for your conclusion that a
clinical trial is not necessary for approval AND GO
DIRECTLY TO SIGNATURE BLOCK ON Page 9:

(b) Did the applicant submit a list of published studies
relevant to the safety and effectiveness of this drug
product and a statement that the publicly available
data would not independently support approval of the
application?

YES /___/ NO / X/
(1) If the answer to 2(b) is "yes," do you personally

know of any reason to disagree with the applicant's
conclusion? If not applicable, answer NO.

YES /___/ NO /_/

If yes, explain:
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(2) If the answer to 2(b) is "no," are you aware of
published studies not conducted or sponsored by the
applicant or other publicly available data that could
independently demonstrate the safety and effectiveness
of this drug product?

YES / / NO / X /
If yes, explain:
(c) If the answers to (b) (1) and (b) (2) were both "no,"

identify the clinical investigations submitted in the
application that are essential to the approval:

Investigation #1, Study # N 49-98-02-102

Investigation #2, Study # N 49-98-02-035

Investigation #3, Study #

3. In addition to being essential, investigations must be "new"
to support exclusivity. The agency interprets "new clinical
investigation" to mean an investigation that 1) has not been
relied on by the agency to demonstrate the effectiveness of a
previously approved drug for any indication and 2) does not
duplicate the results of another investigation that was relied
on by the agency to demonstrate the effectiveness of a
previously approved drug product, i.e., does not redemonstrate
something the agency considers to have been demonstrated in an
already approved application.

(a) For each investigation identified as "essential to the
approval," has the investigation been relied on by the
agency to demonstrate the effectiveness of a previously
approved drug product? (If the investigation was relied
on only to support the safety of a previously approved
drug, answer "no.")

Investigation #1 YES / / NO / X [/
Investigation #2 YES / / NO / X__/
Investigation #3 YES / / NO /_ _/

If you have answered "yes" for one or more
investigations, identify each such investigation and the
NDA in which each was relied upon:
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NDA # Study #
NDA # Study #
NDA # Study #

{b) For each investigation identified as "essential to the
approval," does the investigation duplicate the results
of another investigation that was relied on by the agency
to support the effectiveness of a previously approved
drug product?

Investigation #1 YES / / NO /_ X/
Investigation #2 YES /__ / NO /X /
Investigation #3 YES / / NO / /

If you have answered "yes" for one or more
investigations, identify the NDA in which a similar
investigation was relied on:

NDA # Study #
NDA # Study #
NDA # Study #

(¢) If the answers to 3(a) and 3(b) are no, identify each
"new" investigation in the application or supplement that
is essential to the approval (i.e., the investigations
listed in #2(c), less any that are not "new"):

Investigation # 1 , Study # N 49-98-02-102

Investigation # 2 , Study # N 49-98-02-035

Investigation #__, Study #

. To be eligible for exclusivity, a new investigation that is
essential to approval must also have been conducted or
sponsored by the applicant. An investigation was "conducted
or sponsored by" the applicant if, before or during the
conduct of the investigation, 1) the applicant was the sponsor
of the IND named in the form FDA 1571 filed with the Agency,
or 2) the applicant (or its predecessor in interest) provided
substantial support for the study. Ordinarily, substantial
support will mean providing 50 percent or more of the cost of
the study.
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(a) For each investigation identified in response to
question 3(c): if the investigation was carried out
under an IND, was the applicant identified on the FDA
1571 as the sponsor?

Investigation #1 !
!

IND —==~ YES / X /1 NO / / Explain:

—

Investigation #2

IND _——— YES /__X _ / NO /___/ Explain:

S sem tem dmm G em b b

(b) For each investigation not carried out under an IND or
for which the applicant was not identified as the
sponsor, did the applicant certify that it or the
applicant's predecessor in interest provided
substantial support for the study?

Investigation #1

YES / / Explain NO / / Explain

e tam bem tew s b g e

Investigation #2

YES / / Explain NO / / Explain
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(¢) Notwithstanding an answer of "yes" to (a) or (b), are
there other reasons to believe that the applicant
should not be credited with having "conducted or
sponsored" the study? (Purchased studies may not be

used as the basis for exclusivity. However,

if all

rights to the drug are purchased (not just studies on
the drug), the applicant may be considered to have
sponsored or conducted the studies sponsored or

conducted by its predecessor in interest.)

YES /___/ NO /__ X/
If yes, explain:
Barbara J. Gould June 07, 2002
Signature of Preparer Date
Title: Project Manager
Lawrence Goldkind, M.D. June 07,2002
Signature of Deputy Division Director Date

cC:

Archival NDA
HFD- /Division File
HFD- /RPM

HFD-093/Mary Ann Holovac
HFD-104/PEDS/T.Crescenzi

Form OGD-011347
Revised 8/7/95; edited 8/8/95; revised 8/25/98, edited 3/6/00
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This is a representation of an electronic record that was signed electronicalily and
this page is the manifestation of the electronic signature.

Lawrence Goldkind
6/7/02 09:32:50 AM
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& Cclccoxib sSNDA -
& "gg{)e:rgnent Statement

debarst
g February 9, 2001

-

DEBARMENT STATEMENT

_ Pursuant to section 306 (k) of the Federal Food, Drug and Cosmetlc Act, the applicant did

~ not and will not employ or otherwise use in any capac1ty the services of any person
debarred under subsectlon (a) or(b)inc nn ction wnh thl apphcatlon.

‘Richard Shub
Senior Director

Global R&D Quality Assurance

2falo)

“markg

te.

e fo
n of i
his bt

Company Confidential — G.D. Searle & Co.




Global Regulatory Affairs
17 May 2002 ‘ 4901 Searie Parkway
Skokde, Ifinoés 60077

Lee Simon, M.D ., Director
Division of Anti-inflammatory, Analgesic
and Ophthalmologic Drug Products
Office of Drug Evaluation V
Center for Drug Evaluation and Research (HFD-550)
9201 Corporate Boulevard
Rockville, MD 20850

RE: NDA 20-988 (5-009)
Celebrex® (celecoxib)

Dear Dr. Simon:

Please refer to our meeting of May 14, 2002 regarding determination of a uniform cutoff
point for Kaplan-Meier (K-M) cumulative rates in CLASS for GI and adverse events data
presented in the Clinical Studies, Warnings, Precautions and Adverse Reactions sections
of the Celebrex label.

We have reviewed weekly K-M estimates of the rates and numbers of patients remaining
at risk (Tables T1-T10, T21.2b-c, T300.1, T300.2, T301.1, T301.2, T302.1 thru T305.1).
We have selected the common cutoff point to be Week 39 (that is, 9 months) for all K-M
rates quoted in the Celebrex label. This time point balances the effort to maximize the
usable information from the study and minimize the variability in rates due to tail-
instability, under the constraint of choosing a common cutoff point.

We have selected the common point of week 39 (9 months) for the following reasons:

e The 9 month cutoff point represents the median duration of treatment for both the
Celebrex and diclofenac groups.

e At this time point, the numbers of patients remaining at risk for most of the analyses
used in the label exceeded 500.

After this time point, the data demonstrates a considerable amount of variability and tail
instability in certain subgroups. An example of this instability can be seen in Table T6
between Week 39 and Week 40 for celecoxib. In fact in Table 5 of the label, the numbers
of patients remaining at risk in the smaller subsets are as follows:

All Patients/Celebrex with ASA: 472
Patients < 65yr/Celebrex with ASA: 248
Patients > 65yr/Celebrex with ASA: 224
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May 9, 2002 w‘ harmacia Corporat m""’_
4901 Searie Parkway
Lee Simon, M.D., Director Skokie, lfinois 60077

Division of Anti-inflammatory, Analgesic
and Ophthalmologic Drug Products, HFD-550
Office of Drug Evaluation V

Center for Drug Evaluation and Research
Food and Drug Administration

9201 Corporate Boulevard

Rockville, MD 20850

RE: NDA 20-998/S-009
Celebrex® (celecoxib)

Dear Dr. Simon:

Please find attached the latest version of the CLASS label dated May 9, 2002.

As per Dr. Goldkind’s recommendations discussed on May 3, we have made the
following changes:

e Hematological Events: We have deleted the table as requested and included the all
patient event data in the text. Relative risk ratios and non-ASA and ASA cohort
data have been eliminated as requested. In their place, and pursuant to Dr.
Goldkind’s suggestion, we have introduced a qualitative statement regarding the
lower incidences of hemoglobin reductions in the celecoxib group in these two
subgroups.

e Withdrawal/SAEs: We have removed the two tables with the individual event data
for withdrawals and serious CV events as requested. Since ASA was a
confounding variable, we have also included the non-ASA rates for the serious
CV thromboembolic events. As the CV thromboembolic group is primarily
composed of MI we have included the all patient and non-ASA patient rates for
the Celebrex group. We believe that this is in concert with Dr. Goldkind’s request
that no cross-treatment comparisons are made for the individual SAEs.

With regards to other sections of the label, we provide the following:

e “Use with ASA”: A minor modification has been made to describe the result for
the primary endpoint.

e “Warnings”: Addition of group numbers (n) has been made to Table 5. We have
provided the ASA/non-ASA cohorts data for “Patients without History of Ulcer”
and for “Patients with History of Ulcer”. Since the cohort sizes are very small at
12 months, we have provided all rates at 48 weeks as a more robust endpoint.
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Pharmacie Corporation
May 1, 2002 prog Sfakhrtw:ym
Skokie, IHinois 60077
Lee Simon, M.D., Director

Division of Anti-inflammatory, Analgesic

And Ophthalmologic Drug Products, HFD-550
Office of Drug Evaluation V

Center for Drug Evaluation and Research
Food and Drug Administration

9201 Corporate Boulevard

Rockville, MD 20850

RE: NDA 20-998 (S-009)
Celebrex® (celecoxib)

__ __DearDr. Simnon:

We would like to acknowledge FDA'’s revised version of the CLASS label dated April 26 and
have enclosed a counter proposal for your consideration. As advised by telephone, the main areas
where we are unable to reach consensus on the presentation of the data in the label related to the
Adverse Reactions section, namely Table 7 (Hemoglobin Reductions), Table 8 (Withdrawals due
to AEs) and Table 9 (Serious CV AEs). In order to facilitate your understanding of our revised
proposal we would like to make the following comments:

General

e In making our decisions on the presentation of the data throughout the label, we have
followed the recommendations of the Dispute Resolution prepared by Dr. Woodcock (see
attached).

e In our review of the latest FDA proposal, we note deviations from this ruling.

Withdrawal and Serious CV AEs Tables

* T—— ‘ tated:

<+ v ————

S————

e e mw =+ e m———ee S ————

Please note that the table referred to is Table 2 in our proposed version of the label dated
April 30, 2001, submitted with the Dispute Resolution.

In your textual summary of the data, you have provided the K-M cumulative rates for
investigator-reported serious CV thromboembolic events in all patients. This approach
deviates from the above ruling of the Dispute Resolution and from the discussion at the
Dispute Resolution meeting in the following ways:

1. These important individual event data are not presented as a data table as stated in
the ruling. In fact, the text only includes a composite of serious CV AEs and not
the agreed upon individual AE data.



PHARMACIA

. Pharmadia Corporation
April 23, 2002 cobel At
4901 Searle Parkway
Skokie, iliinois 60077
Lee Simon, M.D., Director

Division of Anti-inflammatory, Analgesic
and Ophthalmologic Drug Products, HFD-550
Office of Drug Evaluation V

Center for Drug Evaluation and Research
Food and Drug Administration

9201 Corporate Boulevard

Rockville, MD 20850

RE: NDA 20-998 (S-009)
Celebrex™ (celecoxib)

Dear Dr. Simon:

With reference to your fax requests of April 19 and April 22 enclosed are the following:

1. As requested by FDA, Tables 18.1-3 show the incidences of serious CV events for patients
with a history of MI NOS-ICD9 code 410.9/angina pectoris NEC/NOS-ICD9 code 413.9 (all,
patients not on aspirin, patients on aspirin, respectively). No differences among groups were
observed but the analysis was based on small numbers of patients in the defined groups. The
corresponding crude incidence rates are shown in Tables 19.1-3.

2. In addition to your request we are also providing a more robust analysis, patients for whom
aspirin prophylaxis was indicated were analyzed (patients with a history of MI, CAD or
coronary procedure, angina, TIA or CVA--see complete list of ICD9 codes in Table 22).
These K-M curves and summary statistics are shown in Tables 20.1-3. As above no

differences in rates were observed. The corresponding crude incidence rates are shown in
Tables 21.1-3.

3. K-M plots of overall SAEs (Table 16), withdrawals for adverse events (Table 17), edema
or hypertension (Tables 23-25), these KM support the data currently in the draft label.

Sincerely,

Eva Essig, PhD :
Director, Global Regulatory Affairs
(847) 982-8980

(847) 982-7883 (fax)

Enclosures

EE/nb



PHARMACIA

Phormacia Corporation
4901 Searle Parkwoy
Skokde, linois 60077
April 17, 2002
Lee Simon, M.D., Director
Division of Anti-inflammatory, Analgesic
and Ophthalmologic Drug Products
Office of Drug Evaluation V
Center for Drug Evaluation and Research (HFD-550)
9201 Corporate Boulevard
Rockville, MD 20850
NDA 20-998 S-009
Celebrex® (celecoxib)

Dear Dr. Simon:

Please refer to our April 8 submission with a revised label for Celebrex.

As per Dr. Koestler’s discussion with Dr. Bull and the Division on April 17, we now provide a revised label
with certain minor edits. The sections that have been further edited are as follows:

e  Use with Aspirin: A minor modification to the patient inclusion description (lines 266-271) was made to
state that patients with CV disease were not excluded from the study.

*  Precautions: A change in the “Hematological Events” (lines 454-458) section was made to more clearly
describe the comparisons between the Celebrex and placebo groups.

s Adverse Reactions: We removed the term “selected” from the title of Table 9 and included the descriptor
“fatal and non-fatal” to define “MI"” in the table. We continue to maintain that both Tables 8 and 9 provide
very useful information to the prescriber. This is consistent with the ruling on the Dispute Resolution
Request in which Dr. Woodcock states that the withdrawal rates and serious adverse events add value to the
current label and that a data table should remain in the label.

The above changes add to our previous proposal for inclusion of selative risk and/or confidence internals to
describe the important hemoglobin data derived from this study.

As we have stated, we are committed to reaching resolution of our labeling supplement. We understand from our
discussions today that we should anticipate a proposed label from the Division on Friday afternoon. We will
then have a teleconference on April 23 to further discuss the label and reach resolution.

Sincerely,

Eva Essig, PhD.
Director

Global Regulatory Affairs
(847) 982-8980
(847)-982-8090

Enclosures
EE/jr
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April 8, 2002
4907 Searle Porkway
Lee Simon, M.D., Director Skoke, fnols 60077

Division of Anti-inflammatory, Analgesic

and Ophthalmologic Drug Products, HFD-550
Office of Drug Evaluation V

Center for Drug Evaluation and Research
Food and Drug Administration

9201 Corporate Boulevard

Rockville, MD 20850

RE: NDA 20-998/S-009
Celebrex® (celecoxib)

Dear Dr. Simon:

Please refer to our teleconference of March 18, 2002 and a discussion with Dr. Bull on
April 5. We now provide revised Celebrex labeling. Our proposal includes the following:

1. Use with Aspirin: We have made some grammatical adjustments to the sentence

regarding the primary endpoint to more accurately describe the results without any
material effect on the content.

2. Precautions/Geriatric Use: Pursuant to your suggestion at our March 8, 2001
meeting, we have qualified “NSAIDs” as “specific and non-specific COX-2
inhibitors”.

3. Adverse Reactions/Hematological Events: In recognition of Dr. Bull’s voicemail
message of April 2 and as conveyed to her by phone on April 5, we have agreed to
remove from the description of the hemoglobin data all mention of p-values and
terms to describe statistical significance, such as “significantly”. In their place, we
propose use of relative risk as a means to connote important safety information.
Inclusion of relative risk is entirely consistent with many examples of other FDA
approved labeling as it provides meaningful information for the prescriber. We
would be equally amenable to including confidence intervals in conjunction with
relative risk- please refer to the alternate option. We have retained all the FDA
suggested wording in text. Furthermore, also discussed at our last meeting, we have
placed all the data in a table including the non-ASA and ASA results.

The proposed text reads as follows:

Hematological Events:

In this study, the incidence of clinically significant decreases in hemoglobin (>2 g/dL)
confirmed by repeat testing was lower in patients on CELEBREX 400 mg BID (see
Special Studies-Use with Aspirin) compared to patients on either diclofenac 75 mg
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